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I hoefay cdrtify tfaat tbli comspondenoe is hdng transmitted to 

TMBmaik Offiw qpf) S72-9306 «a April 5, 2004 
Nmo otTponiiiii 



CORBECTED RESPONSE TQ RESTlflCT rON 
REQUIREMENT OF FEBRU ARY 13-im^4 




Honorable Director of Patents and Tndemaiks 
RO. Box 1450 
Alexandria, VA 22313-1450 



Dear Sir; 

In i^onse to tl)e examiner's 
that the application be amended as follows: 



'sitttrictionrequtrcmentofFehniary 13» 2004, it is requested 
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1.-26. (Cancelled) 

27. (Previously presented) A cell Hnc named KRDC 1 deposited wifli &c Belgian Coordinated 
CoUections of MicroHngsmisins, xmder accession n\imber LMBP 5089CB. 

28. (^nnrntly nm^n-f"^) ^ nnfiT^rvlyVf^i^ff ft^letni^gmManeniton^ 

CI domain of fector vm and having the capacity of at least 65% and at jnost 98% 
inactivating fector VIII or a complex of two or more factors involving fector VIII whra the 
said monoclonal antibody is in a physiological excess by bin^^ 
coinplex. 

29. (Currently amended) A cell line producing a human monoclonal antibody being to 
recognize an epitope located in the CI dom «n of factor VIII and having the capacity of at 
least 65% and at most 98% inactivating fector Vm or a complex of two or more fectors 
involving fector Vm when the said monoclonal antibocfy is in a physiological excess by 
binding to a ^te of the said factor or complex. 

30. (Previously presented) A monoclonal antibody according to claim 28, wherein 1he binding 
rate of the monoclonal antibody is not diiecdy Involved in a physiological interaction of the 
said fector or complex. 

31. (cancelled) 

32. (Previously presented) A monoclonal antibody accordmg to claun28, being produced by on 
purpose imnronization in animals. 

33. (Previously presented) A monoclonal antibody according to clami28, being produced by on 
purpose immunization in animals and bdng humanized. 
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34. (Cunently amended) An antigen-biixliiig fiagment Fab, Fab' or FCab^Z, a conq>lemeEitarity 
detenniniiig i^ion, a soluble or mcfflbrane'^uicbor&d singte-chain variable pait» a sin^e 
vaziable domain oi aderivative of a monoclonal anrihodv bring able to necoflanizg an epitope 
located in Ifae CI domAm nf factor vm and having Ifae capacity of at least 65% and at most 
9S% inactivatuigficCor Vm or a complex of two or more fiustoisinvolvingftctor Vin when 
the said monoclonal antibody is in a physiological excess by binding to a site of the said 
factor or conq;>lex:. 

35- (Currently amended) A pharmaceutical composition for fee prevention or treatment of 
disoftkcs of hemostasis and lesalting paflsologyc oMiditions in mammals, comprising as an 
active ingredient a monoclonal ^nriKrviy ^p^j^g f^\e to iBcy^pm!r« mi ftpitepe located in flic CI 
drtmain nf factor VDO[ and having tihe capacity of at least 65% and at most 98% inactrvattog 
fector vm or a complex of two or more factors involving factor VIH when the said 
monoclonal antibody is in a physiological excess by binding to a site of the said &ctor or 
complex, OT a fegmcnt, derivative or homolog thereof , in admixture witfi aph^ 
acceptable carrier. 

36. (Previously presented) A pharmaceutical composition according to claim 35, furfher 
comprising a therapeoticaily effective amount of a thrombolytic agent* 

37. (cancelled) 

38. (Previously presented) A method of obtaining monoclonal antibodies fiom a non-human 
mammal, comprising the stq)s of; 

a) selecting a non-human manmal having a modified and parddlyflmc^ 

the modification being with respect to a wild type protem and lymg in a domain of &e 
protein; 

b) administermg the vrild-^e protein to the non*^^ 
immune response, and 
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c) selecticg B-lymphoqytes bom flie iiQa4ii]man mamma] wliich produce antibodies 
which only partially inactivate the wild type pEotein. 

39. (Previously presented) A method of obtaizung monoclonal antibocUes from the blood of a 
human being having a modified andpartialb^ functional protein, the modificationbdng with 
respect to a wild type protein and lying in a domain of Ae protein, and to whom flie wiM type 
protein was administered, the said method comprising the step of selecting. £xim tiic blood of 
said human being, B4yinphocytesvrihicfa produce antibodies whi 

the wild ^e protein. 

40. CPreviouafy presented) A method 

fiictor or a coinplex of two or more factors involved in tiie coagulation cascade of blood* 

41. previously presented) A mdliod according to claim 39» vAerein the wild tfs^ protein is 
factor Vm or a complex mcludir\g factor Vm. 

42. (Pi^viously presented) A method according to claim 39, v^ierein tiie wild type piotdn is a 
protein involved in a proteolytic cascade. 

43. (Previously presented) A metiiod accoiding to clBmi 39, wherein die wild lype protein is a 
complement &ctor. : 

44. (^thdiHivn)metitod of treatment and/orpieventionofadisofderofhe^ 

disorder or thrombotic padiologic condition or attenuation of coagulation in a m a mm a l , 
comprising administering to a ptiftmirml in need of s udi treatment or prevention or attenuation 
of coagulation a theiapeutiGally effisctive amount of an active ingredient selected from a 
monoclonal antibody ^ifrllfit/yf^^BptMftng^totMi^t^^ if^fl|finffector vniand 

having tiie cqpadty of at least 65% and at most 98% inactivating fiu^to^ 
two or more fiutors involving factor VIH when the said monoclonal antibody is in a 
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physiological excess by hiiidii« to a site of the said fisustor or complcat or a fiagmcnt, 
derivative or faomolog t]»reof. 

45 . (Wittkbawn) A meduid acGOzdii« to claim 44, vibexem die llsKmibotic pathologic condition 
is selected from intravascular coagulationp arterial thrombosis, arterial restenosis, venous 
thrombosis and arteriosclerosis. 

46. (Withdrawn) AmeAod accoidiiig to claim 44, ¥*cf^ 

Ihe mammal ty oral, lirtranasal. subcutaneous, iidtamuscularp intrademul, intravenoos, 
intraarterial or parenteral CMhnimstiatioii or by cathetertzation. 

47. (Withdiavm) A mcfliod accofffing to claim 44. fiiiftcr oomprislng adnrinistwing to the 
mammal, simultaneously or sequentially with the said active ingiedieni; a thciapeuticaBy 
effisctive amount of a thrombolydc agent 

4B. (Cancelled) 
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In xcsponse to tihe lestriction ivqui^^ 
travmc^ for the reasons discussed below« 

la the cotmnents in numbered sect^ attiie top ofp^ 3 oftheofiBce action (not 
numbered sections at the bottom thereof), the examiner makes ccitmioomments concerning the 
antibodies ofthe prior ait and the burden of proof fiilin^ There is insufficient 

time to respcmd further in the one month allotted, and the applicants reserve any further 
oommeirfs to when the examiner issues a substantive office acticm. 

In electing Group I» and to avoid any question of applicability of the re fe ie n oe cited hy 4% 
examiner^ fte claims have been amended to direct fliem to the feature of fonner claim 3 1 , which 
has now been cancelled There is no prior art relating to antibodies directed to an epitope of the 
CI domain of factor Vm v^hich have the caspacity of at least 65% and at most 95% interactivating 
factor Vin. 

The examiner had considered method claims 38 through 43 as part of the invention of 
Oroup I, but has required restriction in relation to claims 44 through 47, which have been 
identified above as 'Svithdrawn". Claim 44 has been anunided in tliesanietnanner as the other 
independent claims* and it is therefore submitted that claims 44 thiougji 47 should also, tfaerefiire, 
now be considered to be part ofQtoup L 
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Recomideiatioii and furtfaer action on the application are therefore awaited. 



April 5, 2004 Respectfully wibmittod. 



William M. Lee, 




Regisfxation No. 26,935 
Barnes A Thombing 
P.O. Box 2786 
Chicago. lilinoia 60690-2786 
(312)368-6620 
(312) 368-0034 (&x) 
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